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I. Basis of the report 



With regard to die elements of the international application:* 
the international application as originally filed 
the description: 

pages 

pages 



□ 



_ , as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



filed with the letter of 



| | the drawings: 



pages 
pages 



, as originally filed 

, filed with the demand 



. , filed with the letter of 



| | the sequence listing part of the description: 
pages 



, as originally filed 

_ , filed with the demand 



. , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
I | the language of publication of the international application (under Rule 48.3(b)). 

[ | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
prelhrrinary examination was carried out on the basis of the sequence listing: 

| 1 contained in the international application in written form 

[~1 filed together with the international application in computer readable form. 

1 | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

^ international application as filed has been furnished. 

Q The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 



The amendments have resulted in the cancellation of. 

1 | the description, pages 

1 I the claims, Nos. 

|2Z] the drawings, sheets/fig 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since tltey do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of. 

\ I the entire international application. 



claims Nos. 8-14 



because: 



the said international application, or the said claims Nos. 8-14 . — . 

relate to the following subject matter which does not require an international preliminary examination (specify): 



(see supplemental sheet) 



| — | the description, claims or drawings (indicate particular elements below) or said claims Nos. . 
I — I are so unclear that no meaningful opinion could be formed (specify): 



. . the claims, or said claims Nos. , are so inadequately supported 

[ J by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 8-14 , , . 



2. A meaningful international prelhiiinary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Adrninistrative Instructions: 

j~j the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not comply with the standard 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of: 1 1 1 - 1 * 



The inventions set forth in claims 8-14 relate to 
methods for the treatment of the human body by therapy. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 










Novelty (N) 


Claims 




7, 21 


YES 


Claims 




1-6, 15-20 


NO 


Inventive step (IS) 


Claims 






YES 






1-7, 15-21 


NO 


Industrial applicability (IA) 


Claims 




1-7, 15-21 


YES 


Claims 






NO 


2. Citations and explanations 










Document 1: JP 6- 


206842 A 


(Chugai 


Pharmaceutical Co . 




Ltd. ) 


, 26 July 


1994 







Document 2: JP 9-323927 A ( SIGMA- TAU Industrie 

Farmaceutiche Riunite S.p.A.), 16 December 
1997 



[1] The inventions set forth in claims 1-6 and 15-20 lack 
novelty in the light of document 1 cited in the 
international search report. 

Document 1 discloses the benzofuran derivatives that 
are represented by general formula (I) as compounds that 
are effective in relation to arteriosclerosis. Although 
document 1 does not indicate that said compounds exhibit a 
function whereby they improve the vascular tension of the 
blood vessel endothelium, the medicinal drug that is set 
forth in the present application is administered to 
patients suffering from disorders such as 
arteriosclerosis; therefore, the medicinal applications 
thereof cannot be differentiated from those of the 
inventions that are disclosed in document 1. 

Furthermore, experimental example 1 in the 
description of the present application indicates that the 
affect of a compound upon the vascular tension regulating 
function was evaluated by irrigating a fragment of the 
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mesenteric artery of a rat with the compound, and 
thereafter adding oxidized LDLs thereto. The results 
thereof suggest that the medicinal drugs set forth in the 
present application suppress the inhibition of the 
vascular tension regulating function of the blood vessel 
endothelium by oxidized LDLs, as is acknowledged by the 
applicant in the description (page 11, lines 1-2) of the 
present application; however, the medicinal drugs cannot 
be said to reverse the inhibition of the vascular tension 
regulating function of the blood vessel endothelium by 
oxidized LDLs.. Meanwhile, do.cument 1 (experimental example 
3) indicates that the medicinal drugs set forth in the 
present application inhibited the fluorescent modification 
of LDLs from rabbits; therefore, it can be said that 
ultimately, the pharmacological effect indicated in the 
description of the present invention and the invention 
disclosed in document 1 are the same in that at some point 
during the process, they inhibit adverse effects upon the 
blood vessel endothelium when LDLs become oxidized LDLs. 
Furthermore, in the description (page 10, lines 21-23) of 
the present application, the applicant asserts that 
experiments using a-tocopherol merely exhibited the same 
level of relaxation as the experiments using oxidized 
LDLs; therefore, a-tocopherol does not improve the 
endothelial tension regulating function of the blood 
vessel endothelium. However, fig. 1 is considered to 
demonstrate that a-tocopherol improves the level of 
relaxation in comparison to the compounds that are set 
forth in the present application, albeit only slightly, 
and fig. 2, which presents the results of an experiment 
wherein the concentration of a-tocopherol was increased, 
shows that these effects increased further; therefore, the 
assertion that a-tocopherol does not exhibit an action 
whereby it improves the endothelial tension regulating 
function of the blood vessel endothelium cannot be said to 
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match the results of the experimental examples. 



[2] The inventions set forth in claims 7 and 21 do not 
involve an inventive step in the light of documents 1 and 
2 cited in the international search report. 

Document 2 indicates that intermittent 
claudicationis is caused by chronic arteriosclerotic 
obliteration; therefore, it cannot be said to require any 
special creativity for a person skilled ^.in the art> to 
apply the benzofuran derivatives disclosed in document 1, 
which are effective in relation to arteriosclerotic 
diseases, which are considered to include chronic 
arteriosclerotic obliteration, in relation to intermittent 
claudicationis. In addition, the effects of the medicinal 
drugs set forth in the present application that result 
therefrom cannot be said to exceed the expectations of a 
person skilled in the art. 
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